Volume 8, Issue 4, 2018, 3381 - 3387

ISSN 2069-5837

Khiena Z. Brainina, Daria P. Varzakova, Yan E. Kazakov, Marina B. Vidrevich

Biointerface Research in Applied Chemistry
www.BiointerfaceResearch.com

Original Research Article

Open Access Journal
Received: 19.07.2018 / Revised: 05.08.2018 / Accepted: 10.08.2018 / Published on-line: 15.08.2018

Noninvasive electrochemical antioxidant activity estimation: saliva analysis
Khiena Z. Brainina 1, 2, *, Daria P. Varzakova 1, Yan E. Kazakov 1, Marina B. Vidrevich 1
1
2

Ural State University of Economics, 8 Marta St, Bld.62, 620144 Ekaterinburg
Federal University named after the first President of Russia B.N.Yeltsin, 19, Mira St, 620002 Ekaterinburg
*corresponding author e-mail address: baz@usue.ru

ABSTRACT
Monitoring of the oxidant/antioxidant state of the biological objects plays an important role in the detection of serious diseases in the
early stages, the choice of therapy and evaluation of its effectiveness. This parameter is very important for understanding the processes
occurring at the interfaces (biointerfaces) in living organisms, in particular, lipid bilayers of cell membranes and cellular organelles
(mitochondria), etc. Under normal conditions and in physiological concentrations, active oxygen/nitrogen forms (ROS / ANA) are
involved in the growth, differentiation, development, and death of cells, as well as in a number of other bioregulation processes, as
natural signaling molecules. With an excessive generation of ROS / ANA oxidative stress develops, the result of which is the processes
of oxidative destruction, occurring mainly on the biointerface and leading to apoptosis of cells and the appearance of pathological
conditions. Disbalance between reactive oxygen/nitrogen (ROS / RNS) generation and activity of the antioxidant defense system is the
cause of oxidative stress (OS) appearing. Antioxidant activity (AOA) of biological objects, as an integral parameter, is an indicator of
the OS intensity. The paper presents a hybrid version of electrochemical methods for the determination of AOA, including a chemical
signal-forming reaction that precedes or proceeds simultaneously with the recording of an analytical signal. The source of information on
AOA (analytical signal) is: - the electrode potential shift that is observed when the sample is introduced into the mediator system-the
mixture of 0.01M K3[Fe(CN)6] +0.0001M K4[Fe(CN)6] (potentiometric variant); - the increment of K4[Fe(CN)6] oxidation current,
resulting from the interaction of the AO, containing in the sample, with the oxidized form of the mediator system-10-2M K3[Fe(CN)6]
previously introduced into the solution (chronoamperometric version). The method is applied to the analysis of saliva as a noninvasive
alternative to invasive sampling blood fractions investigation. The existence of a relationship between oral diseases and the internal state
of the body gives reason to believe that saliva’s AOA can serve as a source of information on common health problems. Recovery of
antioxidant standard addition introduced into analyzed sample is not less than 85.0% in chronoamperometry and 85.3% in
chronopotentiometry. Reproducibility (Sr≤8.87%). The values of Student's and Fisher's criteria (texp <ttheor and Fexp <Ftheor) indicate
an insignificant difference in the results obtained by chronopotentiometric and chronopotentiometric methods.
Keywords: saliva; oxidants; antioxidants; chronoamperometry; chronopotentiometry.

1. INTRODUCTION
Monitoring of the oxidant/antioxidant state of the
biological matrices requires the development of a number of areas
of science and technology. It plays an important role in the
detection of serious diseases in the early stages, the choice of
therapy and evaluation of its effectiveness. This parameter is very
important for understanding the processes occurring at the
interfaces (biointerfaces) in living organisms, in particular, lipid
bilayers of cell membranes and cellular organelles (mitochondria),
etc. Оxidative reactions play the leading role in providing cells of
the human body with energy. They involve molecular oxygen as
the main electron acceptor in the mitochondrial respiratory chain
during the synthesis of adenosine triphosphate (ATP) up to the
water molecule. In addition, a chain of chemical reactions of onethree-electron oxygen reduction is possible, occurring mainly in
the I and III complexes of the mitochondrial respiratory chain
[1,2,3], which underlie consecutive generation in the cells of
various compounds of a radical nature.
Under normal conditions and in physiological concentrations,
active oxygen forms (ROS) are involved in the growth,
differentiation, development, and death of cells, as well as in a
number of other bioregulation processes, as natural signaling
molecules, intracellular messengers and potential factors of

intercellular communication [4], regulation of ion channels,
enzymes, transcription factors [5].
Excessive ROS generation is accompanied by oxidative
stress developing. The latter leads to the oxidative destruction of
DNA, proteins, lipids, biomembranes, cells, tissues and pathology
development [6,7]. It is shown that ROS interact with the cell
membrane, first oxidizing the head groups, followed by the lipid
tails, cause intracellular oxidative damage leading to cell death [8].
Oxidative stress is one of the universal mechanisms for
implementing typical (common) pathological processes. It plays
an important role in the development and progression of a large
number of diseases, such as cardiovascular, cancer,
neurodegenerative, infertility [9-11], etc.
Disbalance between reactive oxygen/nitrogen active species
(ROS/RNS) generation and activity of antioxidant defense system
is the reason for oxidative stress (OS) appearing.
The antioxidant activity (AOA) of a biological object, being an
integral parameter, can serve as an indicator of the degree of the
OS severity [12]. Its value indicates the possibility and probability
of the course of oxidation-reduction reactions on the biointerface
(membranes, lipid bilayers), and also reflects the
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oxidant/antioxidant status of the organism as a whole or its
individual system.
The problems of OA/AOA monitoring (oxidant/antioxidant
activity) are determined by:
- the complexity of the biological matrix and the rapid change of
its composition after sampling;
- variety of compounds of different chemical nature with oxidative
and antioxidant properties;
- short of radical compounds life-time;
- the absence of a single term and comparable units of expression
of concentration and oxidant/antioxidant properties of compounds
or complex of compounds, which does not allow to compare the
obtained data with each other.
The general principles of biological objects AOA determination
are based on oxidation-reduction reactions. The speed or
completeness of the reaction is measured. The most common are
two approaches, differing in the use of free radicals as reagents,
incl. specially generated [13,14], and/or non-radical chemical
reagents that change the optical, electrochemical and other
properties of the medium when it interacts with the antioxidants of
the test sample [15,16]. The main methods of detection are optical
(chemiluminescent, photometric, fluorescent) and electrochemical
ones.
From our point of view, the priority should be given to
electrochemical methods of AOA assessment. In addition to the
advantages associated with availability, low cost of equipment and
reagents, the ease of automation of measurements, they allow us to
directly assess the properties that determine of investigated system
antioxidant state and to obtain direct information on AO
concentration, which is expressed in the accepted units (mM-eq).
The authors of [15,17] proposed a hybrid version of
electrochemical methods for AOA determination, which includes
chemical (signal-forming) reaction that precedes or proceeds
simultaneously with the recording of the analytical signal.
The reliability of the results obtained by the potentiometric version
of the method is proved by comparative studies with the
independent certified TAS Randox spectrophotometric method
[18]. The method has been successfully applied to the analysis of

blood and its fractions [18], seminal fluid [19], food products,
food raw materials and nutrients [15,20]. A chronoamperometric
method for determining AOA of blood plasma was also proposed
[17]. The hybrid electrochemical method is implemented as well
in a non-invasive version [21, 22] for skin AOA study.
Taking into account the information about the status of a living
organism and the feasibility of creating methods, in particular for
screening studies, it is important to develop newly non-invasive
option for new biological samples. Saliva can serve as the object
of analysis in this case. Saliva is an interesting new alternative
diagnostic body fluid with several specific advantages over blood.
These include noninvasive and easy collection. One of the
problems of using of saliva for diagnostics and monitoring of nonoral diseases is its composition, which depends on oral status.
However, this makes saliva useful parameter for investigation of
oral diseases. Periodontitis, caries, oral precancerosis, and other
pathologies are associated with oxidative stress. [23-28].
There is a correlation between a decreased level of saliva’s AOA
and acute coronary syndrome [29], dementia [30], diabetes
mellitus [31] and sickle cell anemia [32]. The relationship between
saliva’s AOA and oral diseases and the internal state of the body
leads to a conclusion that saliva’s AOA can serve as a source of
information on common health problems.
The most common methods for determining saliva’s AOA are
optical ones [25,33,34].
A method for determining the total value of saliva’s AOA is
proposed. It is based on the ability of antioxidants to inhibit the
oxidation of ABTS to ABTS +. As a standard, a water-soluble
synthetic analog of vitamin E - Trolox [35-38] is used. The
method FRAP (Ferric reducing antioxidant power assay) is used as
well [39]. The methods are time-consuming and multistage.
Results obtained by different methods are expressed in noncomparable units.
The aims of this paper are: (i) to develop a hybrid electrochemical
method for the determination of saliva’s AOA as one step
procedure, (ii) to find the conditions for the analysis
implementation.

2. EXPERIMENTAL SECTION
2.1 Methods and calculations
2.1.1. Hybrid version of electrochemical methods for the
determination of AOA. The methods include a chemical signalforming reaction that precedes or proceeds simultaneously with
the recording of an analytical signal. Two different sources of
information on AOA (analytical signals) were used in
chronopotentiometric
and
chronoamperometric
versions.
Oxidation of determined antioxidants by the oxidized form of
mediator system (K3[Fe(CN)6]) served as signal forming reaction
(eq.1):
Fe(III) + ∙АО→∙Fe(II) + ∙AOОx (1)
where AO – an antioxidant; AOOx – the oxidation product of the
antioxidant; Fe (III) – potassium hexacyanoferrate (III); Fe (II) –
potassium hexacyanoferrate (II).

2.1.2. Chronopotentiometric measurements. The information
source with regard to АОА is the electrode potential shift in the
mediator system K3[Fe(CN)6]/K4[Fe(CN)6] which is observed
when antioxidants (the sample) are introduced into the medium.
This shift results from changes in the concentration of mediator
oxidized/reduced forms during the reaction (1). The equilibrium
potential of the mediator system is described by Equation 2:
f C
E  E0  b  lg ox Ox
f red C Re d (2),
where K3[Fe(CN)6]
b = 2.3RT/nF;
R – universal gas constant, J mol−1 K−1;
T – temperature, Kᵒ;
n – number of electrons involved in the process;
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F – Faraday constant, C mol−1;
 – activity coefficients, in further calculations ΔE  disappears as
ionic strength does not change during measurements;
Е – potential of the system in its initial state, V;
Е0 – standard electrode potential of the mediator system, V;
COx – concentration of K3[Fe(CN)6] – oxidized form of the
mediator system, M;
CRed – concentration of K4[Fe(CN)6]– reduced form of the
mediator system, M.
After the introduction of an AO containing sample into the
solution, the potential of the mediator system is changed and
expressed as follows (Eq. 3):
f (C  X )
E1  E0  b  lg ox Ox
f red (CRe d  X ) (3),
where
E1 – measured the potential of the mediator system after the
introduction of the analyzed sample, V;
X – AO concentration in the solution after the introduction of the
analyzed sample, M-eq.
ΔE=E1E served as an analytical signal.
AOA of the solution in the electrochemical cell after introduction
of the sample is calculated using the equations (4) and (5):
Х  АОА 

C Ox  C Re d
1
(4)

  (СOx / CRe d ) 10E/b

(5)
AOA of the analyzed sample is calculated with the use of
Equations (6) and (7):
C  C Re d
Х  АОА  Ox
h
1
(6)

h  (V0  V al ) / V al

(7),
where
h –dilution factor;
V0 - the volume of an initial solution in the electrochemical cell
(mixture of a buffer solution and a mediator system), ml;
Val - volume of aliquot of the sample (saliva) introduced into the
cell, ml.
2.1.3 Chronoamperometric measurements. The increment of
K4[Fe(CN)6] oxidation current, resulting from the interaction of
the AO, containing in the sample, with the oxidized form of the
mediator system(10-2M K3[Fe(CN)6]) previously introduced into
the solution served as source of information (analytical signal).

Reaction (8) appears to be signal forming, that is described by the
equation:
Fe(II) = Fe(III) + e
(8)
AOA is calculated with the use of eq. (9):
 I sample   Vaddition 


AOA  C addition  
 

 I addition   Vsample  (9),
АОА – antioxidant activity of the analysed sample, M-eq;
Caddition – standard addition (K4[Fe(CN)6]) concentration, M;
∆Isample – the increment of the oxidation current of K4[Fe(CN)6],
obtained as a result of the interaction of K3[Fe(CN)6] with AO
(reaction 1);
∆Iaddition – increment of oxidation current of K4[Fe(CN)6], obtained
after the introduction to the cell the standard addition
(K4[Fe(CN)6]);
Vsample – volume of the sample aliqoute;
Vaddition –volume of the standard addition K4[Fe(CN)6]introduced
into the cell.
2.2. Experimental conditions
2.2.1 Instruments. Chronopotentiometric measurements were
conducted using a pH-meter TA-ION (Tomanalit, Russia).
Chronoamperometric measurements were conducted using a
stripping voltammetry analyzer IVA-5 (IVA, Russia).
Platinum screen printed electrode (“IVA”, Yekaterinburg, Russia)
served as an indicator (working) electrode. A silver–silver chloride
electrode EVL–1M3.1-Ag/AgCl/3.5M KCl (Gomel Plant of
Measuring Equipment, Belarus) was applied as a reference
electrode and Glassy carbon rod (R&D Institute Graphite, Russia)
served as an auxiliary electrode.
2.2. Materials. Reagents:
- K3[Fe(CN)6] analytical grade, K4[Fe(CN)6]∙3H2O pure,
(“Reachem”, Moscow, Russia);
- KH2PO4 chemically pure (“NevaReaktiv”, St Petersburg,
Russia);
- Na2HPO4∙12H2O analytical grade (“AlphaHim”, St Petersburg,
Russia);
- ascorbic acid (Fluka, Germany).
2.2.3. Saliva. Saliva was collected in the morning from 8:00 to
11:00. Respondents to refrain from eating, drinking, smoking, or
brushing your teeth after midnight on the day of sampling. Saliva
was collected for 5 minutes.

3. RESULTS SECTION
3.1. Chronopotentiometric measurements. Dependence of the
electrode potential on time (chronopotentiograms) observed with
solutions containing 0.01M K3[Fe(CN)6] + 0.0001M K4[Fe(CN)6]
and ascorbic acid (1) or saliva (2) are presented in Fig.1. The
character of the curves is one-type. The difference consists of
changing the value of the potential accompanying the introduction
of antioxidant (ascorbic acid) or saliva into the solution, which is
to be expected. The composition of the mediator system was
selected in accordance with the data we obtained earlier in the
study of seminal fluid, whole blood and erythrocytic mass [18,19]
and AOA saliva (from 0.5 to 2.5 mM-eq) given in the literature
[29,40]. It corresponds to a range of 17-44 mV potential shifts.

When using the selected mediator system, the potential is
established quickly enough and stable over time.

Fig. 1. Dependence of the electrode potential on time, recorded in the
study of a solution containing a mediator system (10-2 M K3[Fe(CN)6] +
10-4M K4[Fe(CN)6]) and ascorbic acid (1), or saliva (2).
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Influence of the degree of dilution of saliva on the results
of analysis illustrates by data presented on Fig.2. They show the
dependence of the saliva found AOA values on an aliquot of the
sample introduced into 1 ml of a mediator system solution.
1.62

Table 4. Results of AOA saliva determination by chronopotentiometric
method, before and after injection of ascorbic acid (n=3, P=0.95).

1.6
AOA, mM-eq

It can be seen from the table that the values of the found
antioxidant activity of fresh and stored saliva samples practically
coincide. The accuracy of the results is illustrated by a sufficiently
high value of Recovery оf ascorbic acid, found after its
introduction into the sample analyzed (Table 4).

1.58
1.56
1.54
1.52
1.5
0

0.05

0.1

0.15

0.2

0.25

0.3

0.35

V aliquot, ml

Fig. 2. Dependence of found AOA on saliva aliquot, introduced into 1 ml
of the mediator system solution.

3.2. Chronoamperometric measurements. Figure 3 shows a
cyclic voltamperogram recorded using a screen-printed platinum
electrode immersed in a solution containing a 0.15mM equimolar
mixture of K3[Fe(CN)6] and K4[Fe(CN)6] without (1) and with the
addition of saliva (2).

The degree of dilution is evidently limited on the one side
by the detection limit and on the other by the concentration of the
oxidized form of the mediator system in the solution, which
should be sufficient for the reaction (1) to proceed. In the case
under consideration, an aliquot should not be less than 0.2 ml.
The conditions for determining the antioxidant activity of saliva
are given in Table 1.

Object
Saliva

Table 1. Conditions for analysis of saliva.
Mediator
Aliquot of
Buffer solution,
system*
the
(pH=7.4), volume,
СOx/CRed,
sample,
ml
М/М
ml
-2
-4
10 /10
1
0,2

Final
dilution
of the
sample
6

* K3[Fe(CN)6]/K4[Fe(CN)6]
Table 2 shows the results of the determination of AOA of
native saliva and a fraction isolated by centrifugation at 1500 rpm
for 15 minutes.
Table 2. Results of AOA determination of native saliva and fraction
isolated by centrifugation at 1500 rpm for 15 min (n = 3, P = 0.95).
АОА, mM-eq
№
Native
Sr, %
Fraction
Sr, %
saliva
isolated by
centrifugation
0,87±0,03
3,04
0,81±0,03
3,80
1
1,56±0,03
1,69
1,45±0,06
4,22
2
1,13±0,06
4,60
1,06±0,07
6,53
3
1,33±0,04
2,85
1,21±0,04
2,89
4
0,59±0,04
6,78
0,44±0,04
8,87
5

Fig. 3. A cyclic voltammogram recorded using a screen-printed platinum
electrode immersed in a solution containing a 0.15 mM equimolar
mixture of K3[Fe(CN)6] and K4[Fe(CN)6] without (1) and with the
addition of saliva (2). Scan rate is 1 V/s.

It is easy to see that at potentials more positive than 0.35V occurs
oxidation of K4[Fe(CN)6]. The process of reduction of
K3[Fe(CN)6] manifests itself in the cathodiс branch of the curve at
potentials more negative than 0.3V. Saliva does not affect the
shape and position of the cycles relative to the potential axis and
the difference between the half-peaks of the anodic and cathodic
currents. This indicates that saliva has little or no effect on the
mechanism of the electrode process.
Figure 4 shows chronoamperograms recorded at different preset
potentials of the electrode in a phosphate buffer solution
containing 10-4M K4[Fe(CN)6].

The found AOA of saliva before centrifugation is almost
identical to or slightly greater than the AOA of the sample
obtained by centrifugation. In the future, native saliva without
sample preparation was used as the object of analysis.
Influence of samples storage conditions on an analysis results
demonstrates the data given in Table 3.
Table 3. Results of AOA determination of native saliva before and after
storage for 7 days at -180C (n = 3, P = 0.95).
АОА, mM-eq
№
Before freezing
Sr, %
After freezing
Sr, %
1
1,15±0,05
4,39
1,12±0,05
4,09
2
0,95±0,08
8,51
0,94±0,04
3,83
3
1,29±0,05
3,96
1,28±0,02
2,06

Fig. 4. Chronoamperograms recorded at different preset potentials of the
electrode in a phosphate buffer solution containing 10-4M K4[Fe(CN)6].
Potentials are the following: 0.2 (1), 0.3 (2), 0.4 (3), 0.5 (4) V.
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The current that occurs when the potential is 0.3V and
above is due to the oxidation of K4[Fe(CN)6]. It increases with an
increase in the concentration of the reagent in the solution (Fig.5).
Further, the oxidation current of K4[Fe(CN)6] was recorded at a
potential of 0.45V.
From the data in Fig. 4, it follows that the current ceases to
change in time 70 seconds after the start of the measurement.
Further, the current value was fixed after 80 seconds after the start
of registration.
Figure 5 shows oxidation chronoamperograms of
K4[Fe(CN)6], formed in the reaction of K3[Fe(CN)6] with
antioxidants of saliva, which was introduced into the solution in
different amounts. The introduction of saliva and K4[Fe(CN)6] into
the solution is accompanied by an increase in current. The latter
served as a standard addition.

The found value of AOA increases with increasing aliquot
volume.
The concentration of the reagent (K3[Fe(CN)6]) was chosen
in such a way that its amounts were sufficient to oxidize the
antioxidants, taking into account that the AOA of the saliva lies in
the range of 0.5-2.5 mM-eq [29,40]. As a result, a solution
containing 2·10-4M K3[Fe(CN)6] was used.
Table 5 shows the conditions for determining the antioxidant
activity of saliva by the chronoamperometric method.
The accuracy of results is illustrated in Table 6. There is a good
correspondence between the introduced and found values of AOA
ascorbic acid and a sufficiently high degree of recovery оf
ascorbic acid, found after its introduction into the sample analyzed
(Table 6.).
Table 5. Conditions for analysis of saliva.

Table 6. Results of AOA saliva determination by chronoamperometric
method, before and after injection of ascorbic acid (n = 3, P = 0.95).
Background: Phosphate buffer pH = 7.4.

Fig. 5. Oxidation chronoamperogramm of K4[Fe(CN)6] formed in the
reaction of K3[Fe(CN)6] with antioxidants of saliva. Solution contained:
10-2 М K3[Fe(CN)6] (1), 0,1 ml (2), 0,2 ml (3) of saliva and 5·10-4М (4),
1.5·10-3М (5), 3·10-3М (6) K4[Fe(CN)6].

АОА
chronoamperometry
, mM-eq

AOA, mM-eq

Figure 6 shows the dependence of the found value of AOA,
from an aliquot of saliva introduced into 5 ml of a solution
containing 0.01M K3[Fe(CN)6].
Apparently, with a small amount of saliva introduced into
the test saline, the antioxidants contained in it are insufficient to
form a correct analytical signal. Further, the aliquot volume of the
saliva analyzed was 0.1 ml.

3.3. Comparison of the results of AOA determination of saliva
by chronoamperometric and chronopotentiometric methods.
Results of the determination of AOA of saliva samples by the
methods of chronopotentiometry and chronoamperometry are
given on Fig.7.
There is a high correlation of the results obtained (R2 = 0.92).
The values of Student's and Fisher's criteria (texp = 0.32 and Fexp
= 1.03) do not exceed the theoretical values (tteor = 2.31 and Fteor
= 3.44 for significance level 0.05 for n = 3), which indicates an
insignificant
difference
the
results
obtained
by
chronopotentiometric and chronoamperometric methods.

1.75
1.7
1.65
1.6
1.55
1.5
1.45
0

0.1

0.2

0.3

0.4

3
R² = 0.9219

2
1
0
0

1

2

3

АОА chronopotentiometry, mM-eq

Figure 7. The results of the determination of saliva AOA by
chronopotentiometric and chronoamperometric methods (n=3, P=0.95).

V aliquot, ml

Fig. 6. Dependence of the found value of AOA saliva on the volume of an
aliquot introduced into 5 ml of a solution containing 0.01M K3[Fe(CN)6].

4. CONCLUSIONS
The hybrid versions of electrochemical methods for the
determination of AOA, including a chemical signal-forming
reaction that precedes or proceeds simultaneously with the
recording of an analytical signal are described. AOA (analytical
signal) information sources are:
•
the electrode potential shift, observed when the sample is
introduced into the mediator system- a mixture of 0.01M
K3[Fe(CN)6]+0.0001M K4[Fe(CN)6] (potentiometric variant);

•
the increment of K4[Fe(CN)6] oxidation current, resulting
from the interaction of the AO, containing in the sample, with the
oxidized form of the mediator system - 10-2M K3[Fe(CN)6]
previously introduced into the solution (chronoamperometric
version).
Here these versions are developed and used for saliva analysis.
The methods are applied to the analysis of saliva as a noninvasive
alternative to invasive sampling blood fractions investigation. The
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existence of a relationship between oral diseases and the internal
state of the body allows us to conclude that AOA of saliva can
serve as a source of information on common health problems.
Whereas that viability and apoptosis of cells depend on OS /

AOA, it is logical to assume that the information on AOA of
various biological fluids and tissues will be useful for
understanding the physical-chemical processes in cells and on
their interfaces.

5. REFERENCES
[[1] Ott M., Norberg E., Walter K.M., Schreiner P., Kemper C., Rapaport
D., Zhivotovsky B., Orrenius S., The mitochondrial TOM complex is
required for tBid/Bax-induced cytochrome c release, The journal of
biological chemistry, 282, 27633-27639, 2007.
[2] Dikalov S.I., Ungvari Z., Role of mitochondrial oxidative stress in
hypertension, American Journal of Physiology-Heart and Circulatory
Physiology, 305, 1417-1427, 2013.
[3] Caio C.F, Tiago T., José L.F., Joseph C.P., Paulo M., Essentiality of
nickel in plants: a role in plant stresses, Frontiers in plants science, 6,
2015.
[4] Rajendran P., Nandakumar N., Rengarajan T., Palaniswami R.,
Gnanadhas E.N., Lakshminarasaiah U., Gopas J., Nishigaki I.,
Antioxidants and human diseases, Clinica Chimica Acta, 436, 332-347,
2014.
[5] Maulucci G., Cohen O., Daniel B., Sansone A., Petropoulou P. I.,
Filou S., Spyridonidis A., Pani G., De Spirito M., Chatgilialoglu C.,
Ferreri C., Kypreos K.E., Sasson S., Fatty acid-related modulations of
membrane fluidity in cells: detection and implications, Free Radical
Research, 50, 40-50, 2016.
[6] Lushchak V., Free radicals, reactive oxygen species, oxidative stress
and its classification, Chem Biol Interact, 224, 164-175, 2014.
[7] Pisoschi A.M., Pop A., The role of antioxidants in the chemistry of
oxidative stress: A review, Eur J Med Chem, 97, 55-74, 2015.
[8] Yusupov M., Wende K., Kupsch S., Neyts E. C., Reuter S., Bogaerts
A., Effect of head group and lipid tail oxidation in the cell membrane
revealed through integrated simulations and experiments, Scientific
Reports, 7, 2017.
[9] Kasote D.M., Hegde M.V., Katyare S.S., Mitochondrial dysfunction in
psychiatric and neurological diseases: cause(s), consequence(s), and
implications of antioxidant therapy, BioFactors, 39, 392-406, 2013.
[10] Zenkov, N.K.; Lankin, V.Z.; Menshikova, E.B. eds. Oxidative stress.
Moscow: Science; 2001.
[11] Fingerova H., Novotny J., Barborik J., Brezinova J., Svobodova M.,
Krskova M., Oborna I., Antioxidant capacity of seminal plasma measured
by TAS Randox. Biomed. Pap. Med. Fac. Univ. Palacky Olomouc Czech
Repub., 151, 37, 2007.
[12] Brainina Kh. Z., Gerasimova E.L., Kazakov Ya.E., Khodos M.Ya.,
Oxidative stress: nature, contribution to pathogenesis, protection and
diagnostics, In: Budnikov GK, ed. Problems of analytical chemistry,
Volume 11, Chemical analysis in medical diagnostics. М .: Science, 132163, 2010.
[13] Sowa I., Paduch R., Strzemski M., Proliferative and antioxidant
activity of Symphytum officinale root extract, Natural Product Research,
32, 605–609, 2018.
[14] Sueishi Y., Sue M., Masamoto H., Seasonal variations of oxygen
radical scavenging ability in rosemary leaf extract, Food chemistry, 245,
270–274, 2018.
[15] Brainina Kh.Z., Ivanova A.V., Sharafutdinova, E.N., Lozovskaya
E.L., Shkarina E.I., Potentiometry as a method of antioxidant activity
investigation, Talanta, 71, 13–18, 2007.
[16] Khodos M. Ya., Kazakov Ya.E., Vidrevich M.B., Brainina Kh.Z.,
Monitoring of oxidative stress in biological objects, Vestnik of Ural’s
Medical Academic Science, 14, 262–274, 2017.
[17]
Brainina
Kh.Z.,
Varzakova
DP,
Gerasimova
EL,
Chronoamperometric method for determination of integral antioxidant
activity, Zh. Analyt. Chemistry, 67, 409-415, 2012.
[18] Brainina Kh.Z, Alyoshina L.V., Gerasimova E.L., Kazakov Ya.E.,
Ivanova A.V., Beykin Ya.B. et al., New Electrochemical Method of
Determining Blood and Blood Fractions Antioxidant Activity,
Electroanalysis, 21, 618-624, 2009.
[19] Brainina K.Z., Gerasimova E.L., Varzakova D.P., Balezin S.L.,
Portnov I.G. et al., Potentiometric method for evaluating the
Oxidant/Antioxidant activity of seminal and follicular fluids and clinical

significance of this parameter for human reproductive function, Open
Chemical and Biomedical Methods Journal, 5, 1-7, 2012.
[20] Sharafutdinova E. N., Ivanova A. V., Matern A. I., Brainina Kh. Z.,
Foodstuffs quality and antioxidant activity, Analytics and Control, 15,
281–286, 2011.
[21] Brainina Kh., Galperin L., Gerasimova E., Khodos M., Noninvasive
Potentiometric Method of Determination of Skin Oxidant/Antioxidant
Activity, IEEE Sensors Journal, 12, 527-532, 2012.
[22] Brainina Kh.Z., Gerasimova E.L., Varzakova D.P, Kazakov Ya.E.,
Galperin L.G., Noninvasive method of determining skin
antioxidant/oxidant activity: clinical and cosmetics applications, Anal.
Bioanal. Electrochem, 5, 528-542, 2013.
[23] Tóthová L., Kamodyová N., Cˇervenka T., Celec P., Salivary
markers of oxidativestress in oral diseases, Cell.Infect.Microbiol, 5, 2015.
[24] Youssef H., Groussard C., Machefer G., Minella O., Couillard A.,
Knight J., Comparison of total antioxidant capacity of salivary, capillary
and venous samplings: interest of the salivary total antioxidant capacity
on triathletes during training season, The Journal of Sports Medicine and
Physical Fitness, 48, 522-529, 2008.
[25] Nikolaev I.V., Kolobkova L.N., Landesman E.O., Stepanova E.V.,
Koroleva O.V., Antioxidant and peroxidase activity of saliva in
inflammatory periodontal diseases and the possibility of their correction,
Biomedical Chemistry, 54, 454 -462, 2008.
[26] Beloklitskaya G.F., Possibilities of antioxidant correction of lipid
peroxidation in periodontal diseases of different severity, Modern
stomatology, 1, 38-41, 2000.
[27] James T.J., Hughes M.A., Cherry G.W., Taylor R.P., Evidence of
oxidative stress in chronic venous ulcers, Wound Repair and
Regeneration, 11, 172-176, 2003.
[28]
Raha, S., Robinson B.H., Mitochondria, oxygen free radicals,
disease and ageing, Trends in Biochemical Sciences, 64, 502-508, 2000.
[29] Varun S. N., Anil K. S., Nigam P., Basheer A., Salivary and Serum
Antioxidant Activity in Patients with Acute Coronary Syndrome,
International Medical Journal Malaysia, 11, 35-38, 2012.
[30] Choromańska M., Klimiuk A., Kostecka-Sochoń P., Wilczyńska K.,
Kwiatkowski M., Okuniewska N., Waszkiewicz N., Zalewska A.,
Maciejczyk M., Antioxidant Defence, Oxidative Stress and Oxidative
Damage in Saliva, Plasma and Erythrocytes of Dementia Patients. Can
Salivary AGE be a Marker of Dementia?, International Journal of
Molecular Sciences, 18, 2017.
[31] Pendyala G., Thomas B., Joshi S.R., Evaluation of Total Antioxidant
Capacity of Saliva in Type 2 Diabetic Patients with and without
Periodontal Disease: A Case-Control Study, North American journal of
medical sciences, 5, 51-57, 2013.
[32] Baliga S., Chaudhary M., Bhat S.S., Bhatiya P., Thosar N., Bhansali
P., Determination of toral antioxidant capacity of saliva in sickle cell
anemic patients - A cross-sectional study, Journal of Indian Society of
Pedodontics and Preventive Dentistry, 35, 14-18, 2017.
[33] Sudhanshu S., Assessment of plasma and salivary antioxidant status
in patients with recurrent aphthous stomatitis, The South Brazilian
Dentistry Journal, 8, 261-265, 2011.
[34] Shetty S.R., Babu S., Kumari S., Prasad R., Bhat S., Fazil K.A.,
Salivary ascorbic acid levels in betel quid chewers: A biochemical study,
South asian journal cancer, 2, 142-144, 2013.
[35] Re R., Pellegrini N., Proteggente A., Pannala A., Yang M., RiceEvans C., Antioxidant activity applying an improved ABTS radical cation
decolorization assay, Free Radical Biology & Medicine, 9-10, 1231-1237,
1999.
[36] Fatemeh A., Mohammad T.G., Seyedeh S.H., Shahin K., Abbas M.,
Total antioxidant capacity of saliva and dental caries, Medicina Oral
Patologia Oral y Cirugia Bucal, 18, 553-556, 2013.
[37] Zhang T., Andrukhov O., Haririan H., Müller-Kern M., Liu S., Liu
Z., Rausch-Fan X., Total Antioxidant Capacity and Total Oxidant Status

Page | 3386

Noninvasive electrochemical antioxidant activity estimation: saliva analysis
in Saliva of Periodontitis Patients in Relation to Bacterial Load, Frontiers
in Cellular and Infection Microbiology, 5, 97, 2016.
[38] Kamodyová N., Tóthová L., Celec P., Salivary markers of oxidative
stress and antioxidant status: Influence of external Factors, Disease
Markers, 34, 313-321, 2013.

[39] Sculley D.V., Langley-Evans S.C., Periodontal disease is associated
with lower antioxidant capacity in whole saliva and evidence of increased
protein oxidation, Clinical Science, 105, 167-172, 2003.
[40] Mahmoud R., Vahideh G., Fatemeh R., Asad V., Evaluation of Total
Antioxidant Capacity of Saliva in High School Students, Glob J Health
Sci, 8, 89-94, 2016.

© 2018 by the authors. This article is an open access article distributed under the terms and conditions of the Creative
Commons Attribution license (http://creativecommons.org/licenses/by/4.0/).

Page | 3387

